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Description, pages: 
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□ the description, pages: 
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□ the drawings, sheets: 
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Claims, No.: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-21 

No: Claims 

Inventive step (IS) Yes: Claims 1-21 

No: Claims 

Industrial applicability (lA) Yes: Claims 1-21 

No: Claims 



2. Citations and explanations 
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D1 : DATABASE WPI Section Ch, Week 199318. AN 1993-149228 & JP 05 
086086 A 

D2: DATABASE WPI Section Ch, Week 199815, AN 1998-162352 & JP 10 
025237 A 

D3: DRAY A: 'Neuropharmacological mechanisms of capsaicin and related 
substances' BIOCHEMICAL PHARMACOLOGY, vol. 44. no. 4, 18 August 1992, 
pages 611-615 

D4: WINTER J. ET AL: 'Characterization of resiniferatoxin binding sites on 

sensory neurons: Co-regulation of resiniferatoxin binding and capsaicin sensitivity 

in adult rat dorsal root ganglia.' NEUROSCIENCE, (1993) 57/3 (747-757) 

D5: MORRE D J ET AL: 'Capsaicin inhibits plasma membrane NADH oxidase 

and growth of human and mouse melanoma lines.' EUROPEAN JOURNAL OF 

CANCER, (1996 OCT) 32A (11) 1995-2003 

D6: WO 96 18391 A 



2. Claims 1-4 refer to the use of known products (the derivatives of formula I) for the 
preparation of a medicinal product for treating pathologies characterised by a high 
degree of cellular and tissue hyperreactivity mediated by supramaximal levels of 
nerve growth factor. Several documents disclose the use in medicine of 
compounds falling within the scope of claims 1-4 (see the abstract of D1; p. 61 3, 
right col. in D3; p. 747, left column, first paragraph in D4; the abstract of D5 and 
examples 20 and 21 in D6), but none of them relates to the activation of the CB1 
receptor nor to hyperreactivity disorders. 

The disclaimer included in claim 1 is due to the fact that D3 mentions rheumatoid 
arthritis and D5 certain types of melanoma and carcinoma, these diseases being 
of hyperreactive nature. However, neither D3 nor D5 give any hint about other 
possible uses of the compounds cited. In view of these documents, the skilled 
person could not deduce that such compounds activate the CB1 receptor, and he 
would not either think of using them for the treatment of other hyperreactive 
disorders. 
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3. The connpounds of claims 11-12, 15-16 and the methods of claims 13-14 have 
been rendered novel over D1 and D2 again through a disclaimer. The overlap 
between both general formulae not being there anymore, novelty can be 
acknowledged. 

An inventive step seems also to be present, as the modification done to the 
derivatives disclosed in D1-D2 leads to compounds having a different activity than 
the ones of claims 11-12 (as already said in section 2, these documents do not 
contain any suggestion of CB1 receptor activation or treatment of hyperreactivity 
disorders). 

4. Having regard to the present prior art, the subject-matter of claims 17-21 , i.e. the 
combination of the compounds of formula (I) with CB2 agonists, is also novel and 
inventive. The description shows a synergistic effect of this combination. 
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